Crohn's disease and ulcerative colitis are inflammatory bowel diseases (IBD), which are thought to result from an inappropriate immunologic (autoimmune) response to luminal antibodies. Allogeneic stem cell transplantation (SCT) performed for coincidental diseases is able to cure both leukaemia and Crohn's disease. Autologous SCT is currently performed worldwide for severe autoimmune diseases (SADs) because of its reduced transplant-related mortality (TRM). We report the case of a 30-year-old male patient with a 10-year history of severe Crohn's disease, who developed Hodgkin's disease and received an unmanipulated peripheral blood autologous transplant. Three years after the transplant the patient is in complete treatment-free remission of both diseases. Bone Marrow Transplantation (2000) 26, 921-923.
The pathogenic mechanism in Crohn's disease is still unclear. There is some evidence to support the hypothesis that, due to constitutional genetic factors, transmural lesions of inflammatory bowel disease are mediated by environmental stimuli (luminal antigens?) interacting with abnormal T lymphocyte responses. 1, 2 Experimental animal data and reports of patients with autoimmune disorders coincident with severe haematological diseases requiring haematopoietic stem cell transplantation (HSCT) suggest that high-dose chemotherapy followed by allogeneic or even autologous HSCT may play an important role in the treatment of patients with severe autoimmune disease (SADs). [3] [4] [5] [6] Clinical case reports have been published and are being collected in the registry of the EBMT/EULAR Autoimmune Disease Stem Cell Project. Recently, longterm remissions in Crohn's disease after allogeneic HSCT for malignancies have been reported. 7 An increased risk of lymphomas was noted in patients suffering from inflamma- tory bowel disease. Most lymphomas reported in this setting are of non-Hodgkin's type, but rare cases of Hodgkin's disease have been described. 8, 9 We describe the case of a 30-year-old male with a 10 year history of Crohn's disease who achieved long-term CR after unmanipulated PBPC autotransplant for relapsed mixed cellularity Hodgkin's disease (MC-HD).
Case report
In 1987, a 19-year-old male was diagnosed with Crohn's disease by contrast radiography and histology of mucosal biopsy specimens taken at colonoscopy. No alteration of serum alkaline phosphatase levels was noted; however, HLA typing did not show a haplotype previously reported in Crohn's patients (A2 A23 B44 BX BW4, DRB1*03, DB1*10, DRB3*02. 10, 11 He was treated with steroids (from 4 mg to 8 mg of methylprednisolone per day) and mesalazine, and achieved resolution of symptoms although he required continuous mesalazine treatment. In 1995, the patient was readmitted to hospital because of an acute terminal ileitis and underwent ileo-coecal resection. Pathologic examination of the surgical specimen showed typical appearances of Crohn's disease in the intestinal wall. Pathological features included inflammation of the submucosa with lymphoid aggregates and noncaseating granulomata. Thrombotic vascular lesions were noted in mucosal, submucosal and serosal venules and capillaries. Deep knifelike features extended from the ulcerated luminal surface into the submucosa.
Unexpected satellite lymphadenopathy was noted and histological examination showed mixed cellularity Hodgkin's disease (MC-HD). Diagnosis of stage II B subphrenic MC-HD was made. The patient received six cycles of MOPP-ABVD-CAD chemotherapy. CR for HD was achieved but he continued to require continuous mesalazine therapy for Crohn's disease. In 1996, the patient relapsed with extranodal pulmonary CM-HD; he was treated with high-dose sequential chemotherapy (HDS) consisting of etoposide 2 g/m /l and platelet count above 20 × 10 9 /l were achieved on days 10 and 11. During hospitalisation (24 days) a mild mucositis (WHO: 2) occurred. The patient is now 1155 days after transplant and in CR for both diseases. No particular histological lesions were detected on biopsy specimens taken at colonscopy on days +530, +800 and +1100. Neither methylprednisolone nor mesalazine was administered after the autotransplant.
Discussion
This patient had suffered with Crohn's disease for about 10 years and despite specific therapy required ileocecal resection. He also required continuous mesalazine treatment in spite of the immunosuppressive effect of chemotherapy given prior to HSCT.
Dysregulation of the immune system is considered to play a central role in the pathogenesis as well as in the continuing manifestation of Crohn's disease. It is certain that allogeneic HSCT, generating a 'new' immune system, could represent a theoretically more attractive strategy for the treatment of IBDs and more generally of SADs. Allogeneic HSCT induces powerful immunosuppression by both the conditioning therapy and the immunosuppressive drugs used for prevention and treatment of GVHD. In addition a 'graft-versus-autoimmunity' effect has been postulated through the gradual eradication of T and B autoreactive lymphocytes. 13 However, for Crohn's patients autologous HSCT could be more appropriate because of the higher risk benefit ratio of allogeneic HSCT. AutoHSCT potentially 'resetting' the immune system might be a valid strategy for treatment of SAD; furthermore, the immunosuppression, probably heightened by the mobilization regimen, is not the only reason for efficacy of HSCT. This impression is supported by the immune recovery pattern, which shows a reduction of CD4 + cells and of the CD45RA + /CD45RO + ratio. 14 In addition, although reduced Crohn's activity occurred after Cy administration, the patient required continuous mesalazine treatment to the time of transplant. Clinical case reports of autoHSCT for SAD have been published and are being collected in the registry of the EBMT/EULAR Autoimmune Disease Stem Cell Project; transplant-related mortality (TRM) is reported to be 8-9%. However, it can be argued that this risk, which is lower than that of allogeneic SCT, is justified in view of the poor quality of life with intractable Crohn's disease. Furthermore, from our experience of primary SAD patients we suggest that the use of more immunoablative rather than myeloablative conditioning therapy may represent an effective means of inducing immunosuppression without causing severe neutropenia thus reducing TRM. 15, 16 The potential impact of autologous HSCT in the treatment of primary inflammatory bowel diseases depends on further clinical experience, and must be carefully compared with other, better known treatments. We agree with other authors 17 who suggest co-operative trials with a multidisciplinary approach as a valuable strategy (EBMT-EULAR and Association des Sociétés Nationales Européennes et Méditerranéennes des Gastroenterologie (ASNEMGE) ) in selected patients resistant to first line treatment or with a poor quality of life, in particular patients with fibrotic changes who have repeatedly undergone surgical resection.
